. Statistical analysis of mRNA decay changes during ER stress. We conducted paired t-tests (identical spots were paired) for differences between actinomycin treated samples in the presence vs. absence of ER stress and between control vs. Ire1 RNAi samples in the presence of ER stress. Shown are the p-values from t-tests for spots within a given window of FM values, defined by a sliding window of 50 spots. Similar results were obtained using a sliding window of 25 spots or with a defined range of FM values (for example, an FM range of 0.2). Table S2 . mRNAs displaying weak RIDD (two-fold less degradation than predicted based on FM), for which the expected RIDD score is <-1.0 (i.e., two-fold degradation is expected based on FM). The expected scores were determined by a linear fit of the RIDD score vs. FM for all mRNAs with FM>0.54. GO terms enriched in this list, compared to all RNAs from the array data with expected RIDD scores of <-1.0, included 5 terms associated with neuron development and differentiation (N=3, p-value< 0.025, calculated using the DAVID Bioinformatic database (Huang da et al., 2009) Table S3 . mRNAs displaying strong RIDD (two-fold more degradation than predicted based on FM), for which the expected RIDD score is <-1.0 (i.e., two-fold degradation is expected based on FM). The expected scores were determined by a linear fit of the RIDD score vs. FM for all mRNAs with FM>0.54. GO terms enriched in this list, compared to all RNAs from the array data with expected RIDD scores of <-1.0, included 4 terms associated with the extracellular matrix and cell adhesion (N=3-5, p-value< 0.025, calculated using the DAVID Bioinformatic database (Huang da et al., 2009) Figure S1. Copper-washout is an e ective method of turning o transcription of reporter mRNAs. GFP and ss-GFP (from Figure 1) were placed under the control of the copper-inducible metallothionein promoter and stably transfected into Drosophila S2 cells. We induced expression for 3 hours, removed copper and added either triethylenetretramine (200 uM) to chelate remaining copper or actinomycin (1 ug/mL) to block transcription. We then measured mRNA levels after 3 hours in the absence and presence DTT (2 mM), by qPCR. GFP mRNA levels were normalized to that of Rpl19. Shown is the average and SD of 3 independent experiments. (1 µg/mL actinomycin), induced ER stress (2 mM DTT, black squares, compared to no treatment, gray squares), and collected RNA samples over time. We measured mRNA levels compared to Rpl19 by qPCR; shown are the averages and SDs for 2 independent experiments. (E) We either left cells untreated or inhibited transcription using 5 ug/mL actinomycin (actino) or 100 uM DRB, and collected cells following 4.5 hrs in the absence or presence of ER stress (2 mM DTT). Shown are the mRNA levels relative to Rpl19 and normalized to RNA from untreated cells, with averages and SDs from 3 independent experiments. 
